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AB The title compds. [I; R0 = absent, alkylene; Rl « Ph substituted by SOyR5, 
alkylene (SOyRS) , SOyCF3, etc.; R2 « H, alkyl, cycloalkyl, etc.; R3 - H, 
alkyl, cycloalkyl, Ph, etc.; R4 ■ (un) substituted Ph, naphthyl, pyridyl; 
R5 = H, alkyl, cycloalkyl, etc.; y = 0-2] which bind to the enzyme reverse 
transcriptase and are modulators, especially inhibitors thereof, and as such 

are 

useful in the treatment of a variety of disorders including those in which 
the inhibition' of reverse transcriptase is implicated, were prepared and 
formulated. Disorders of interest include those caused by Human 
Immunodif iciency virus (HIV) and genetically related retroviruses, such as 
Acquired Immune Deficiency Syndrome (AIDS) . Thus, reacting 
5-{ {3 -ethyl -5- (2-hydroxyethyl) -lH-pyrazol-4-yl] oxy} isophthalonitrile 
(preparation given) with 4- (methylmercapto) phenol afforded I IRO = (CH2)2; Rl 
4-(MeS)C6H4; R2 « H; R3 * Et; R4 = 3,5 - (NC) 2C6H3] which showed IC50 of 2 
nM against HIV-l reverse transcriptase. The pharmaceutical composition 
comprising the compound I is claimed. 
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OTHER SOURCE (S) : 

IT 473921-42-5P, 3- [[5 

ylloxyj -5-fluorobenzonitrile 473921-43-6P, 3-Pluoro-5- l(3-ethyl- 
5- (2- ( { 2 -methyl- 3 -pyridyl) oxy) ethyl) -lH-pyrazol-4-yl] oxy] benzonitrile 
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5- (2-{ ( 2 ^amino-3 -pyridyl) oxy) ethyl) -lH-pyrazol-4-yl]oxy] benzonitrile 
RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
{Therapeutic use) ; BIOL (Biological .study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of aryloxy pyrazole derive, as reverse 
transcriptase inhibitors for treating HIV) 
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CN Benzonitrile, 3- [ {3-ethyl-5- (2- [ (2-methyl-3-pyridinyl)oxy] ethyl] -ih- 
pyrazol-4-yl)oxy] -5-fluoro- (9CI) (CA INDEX NAME) 




RN 473921-44-7 CAPLUS 

CN Benzonitrile, 3- [ [3-ethyl-5- [2- (3-pyridinyloxy) ethyl] -lH-pyrazol-4-yl) oxy] 
5-£luoro- (9CI) (CA INDEX NAME) 




RN 473921-45-8 CAPLUS 

QJ Benzonitrile, 3- [ [5- [2- ( (2-amino-3-pyridinyl)oxy] ethyl] -3-ethyl-lH-pyrazol 
4-yl]oxy] -5-fluoro- (9CI) (CA INDEX NAME) . ... • .-. 
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AB This invention relates to pyrazole derivs. (shown as I; e.g. 

2-Amino-6- t (4- (3 , 5-dichlorophenoxy) -3 , 5 -diethyl- IH-pyrazol-l-yl] methyl I -.v. 
4(3H) -pyrimidinone) or pharmaceutical ly acceptable salts, solvates or 
derivative thereof, wherein Rl to R4 are defined below, and to processes for 
the preparation thereof, intermediates used in their preparation of, compns. 

containing 

them and the uses of such derivs. The compds. of the present invention 
bind to the enzyme reverse transcriptase and are modulators, especially,*, y.\.\.< 
inhibitors thereof- As such the compds. of the present invention are V;^<;V^. , 
useful in the treatment of a variety of disorders including those ' 'in ^icli";?- c *^ : 
the inhibition of reverse transcriptase is implicated'. Disorders 'of 'V.vV\, ' 
interest include those caused by Human Immunodeficiency Virus (HIV) and/-' 
genetically related retroviruses, such as Acquired Immune Deficiency . "V 
Syndrome (AIDS) . In tests of inhibition of HIV- 1 reverse transcriptase M ; 
enzyme, the claimed compds. 2-amino-6- [ 14- (3, 5-dichlorophenoxy) -3,5- 
diethyl -IH-pyrazol-l-yl] methyl] -4(3H) -pyrimidinone, 3 , 5-dimethyl-4- f [3, 5- 
diethyl-l-(2-hydroxyethyl) -lH-pyrazol-4-yl] oxylbenzonitrile and 
1- (3-azetidinyl) -4- (3, 5-dichlorophenoxy) -3, 5 -diethyl-lH -pyrazole had IC50 
values of 39,000, 3,200 and 248 nM, resp. In I: Rl is H, C1-C6 alkyl, 
C3-C7 cycloalkyl, Ph, benzyl, halo, -CN, -0R7, -CO2R10, -CONR5R10; R8 or 
R9. R2 is H, C1-C6 alkyl, C3-C6 aikenyi; C3-C6 alkynyl, C3-C7 cycloalkyl, 
C3-C7 cycloalkenyl, Ph, benzyl, R8 or R9; or, Rl and R2, when taken 
together, represent unbranched C3-C4 alkylene. . R3 is H, C1-C6 alkyl, 
C3-C7 cycloalkyl, Ph, benzyl, halo, .-CN, -0R7, -C02R5, -CONR5R5,' R8 or R9; 
R4 is Ph, naphthyl or pyridyl . Definitions of R5 and R7-R10 and'addni; 
specifications are given in the claims. Included are 283 claimed-compound 
prepns. and 115 intermediate prepns. , ..v; ... ;>Vv . 
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